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Citizen Petition 

Dear Sir or Madam: 

The undersigned submits this petition, in quadruplicate, pursuant to Section 505(j)(2)(C) of the 
Federal Food, Drug and Cosmetic Act, and in accordance with 21 CFR 10.30 on behalf of a 
client requesting the Commissioner of the Food and Drug Administration to declare that the drug 
product, Carboplatin Injection, 10 mg / mL in a 1000 mg / 100 mL multiple-dose vial, is suitable 
for consideration in an abbreviated new drug application (ANDA). 

A. Action Requested 

The petitioner requests that the Commissioner of the Food and Drug Administration declare that 
Carboplatin Injection 10 mg / mL in a 1000 mg / 100 mL multiple-dose vial is suitable for 
submission as an ANDA. The reference-listed drug product (RLD), upon which this petition is 
based, is ParaplatinB (carboplatin) Injection 600 mg / 60 mL (10 mg / mL) by Bristol Myers 
Squibb (BMS) (as listed in the electronic Orange Book). The applicant is requesting that the 
total drug content for this injectable product be increased from 600 mg / 60 mL to 1000 mg / 
100 mL, however, the concentration of the solution will remain unchanged (i.e., 10 mg / mL). 

B. Statement of Grounds 

The Federal Food, Drug and Cosmetic Act provides for the submission of an Abbreviated New 
Drug Application for a drug product that differs in strength (or in the case of a parenteral 
product, total drug content) from that of the reference-listed drug provided the FDA has 
approved a petition that proposed filing such an application. 

The RLD, Paraplatine Injection by BMS, is an aqueous injection product containing 600 mg / 
60 mL (10 mg / mL) of carboplatin. See listing from the electronic version of the Orange Book, 
Amroved Drucr Products with Therapeutic Euuivalence Evaluations, (accessed September 26, 
2005) (Attachment 1). The proposed drug product also represents an aqueous injectable 
dosage form at a concentration of 10 mg / mL, but containing a total drug content in the 
multiple-dose vial of 1000 mg in 100 mL. Historically, the FDA has required a firm to submit and 
obtain approval of an ANDA suitability petition prior to permitting a change in the total drug 
content in a parenteral product (i.e., amount in a single container, e.g., vial), even though the 
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concentration of the product remains exactly the same. The Agency has indicated that they 
consider this tantamount to a change in strength, and that is the intent and purpose of this 
petition. The petition is thus seeking a change in strength (total drug content) from 600 mg / 
60 mL to 1000 mg / 100 mL, from that of the RLD. Please note that the proposed change in 
total drug content does not represent a change in concentration of the product as mentioned 
above. 

Paraplatina is currently available and approved in multiple-dose containers of 50 mg / 5 mL, 
150 mg / 15 mL, 450 mg I45 mL and 600 mg / 60 mL. 

The acceptability of the proposed 1000 mg / 100 mL strength (total drug content) is clearly 
contemplated in the approved labeling of the 600 mg / 60 mL RLD product. The current dosing 
instructions in the approved labeling of the ParaplatinBI RLD labeling provides for dosing of 
carboplatin up to 360 mg/m2. Thus, a single, currently approved multiple-dose container could 
contain two or fewer doses for certain patients. The availability of a larger 100 mL size multiple- 
dose vial would permit hospitals, oncology centers and home infusion centers the option of a 
more convenient packaging configuration that might permit less waste and permit stocking of 
fewer vials at potentially reduced cost to the patient. It is also possible that fewer manual 
manipulations would be required to withdraw an appropriate dose for a patient from a single 
container, rather than perhaps requiring entry of multiple containers to withdraw the required 
dose. 

The labeling of the approved RLD thus clearly contemplates a multiple-dose vial containing a 
total drug content of 1000 mg / 100 mL. 

There are no proposed changes in labeling with the exception of the obvious changes in 
strength (total drug content) sought in this petition. The uses, indications, warnings and 
directions for use will remain the same as that of the RLD with the obvious exception as would 
be required by the change in the strength proposed in the petition. Draft labeling for the 
proposed product is included in Attachment 2. The RLD’s approved labeling is provided in 
Attachment 3. 

Therefore, the petitioner’s request for the Commissioner to find that a change in strength (total 
drug content from 600 mg / 60 mL of Carboplatin to 1000 mg I 100 mL of Carboplatin) should 
raise no questions of safety or effectiveness, and the Agency should approve the petition. 

C. Environmental Impact 

The petitioner claims a categorical exclusion under 21 CFR 25.31. 

D. Economic Impact 

The petitioner does not believe that this is applicable in this case, but will agree to provide such 
an analysis, if requested by the Agency. 
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E. Certification 

The undersigned certifies, that to the best knowledge and belief of the undersigned, this petition 
includes all information and views on which the petition relies, and that it includes representative 
data and information known to the petitioner, which are unfavorable to the petition. 

1 

Robert W. Pollock 9 c 
Senior Vice President 
Lachman Consultant Services, Inc 
1600 Stewart Avenue 
Westbury, NY 11590 

RWP/pk 

Attachments: 1. Approved Drug Products with Therapeutic Equivalence Evaluations 
(Electronic Orange Book) accessed 4/6/05 

2. Draft Insert Labeling Proposed for Carboplatin Injection 1000 mg / 
100 mL 

3. Labeling for the RLD, Paraplatin@ Injection 

cc: Arianne Camphire (OGD) 
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Page 1 of 1 Proprietary Name Search 

Proprietary Name Search Results from “OB-Rx” table for query on “paraplatin.” 

Appl TE R&D Active Dosage Form; 
a??!2 

Strength Proprietary Applicant 
No Ingredient Route Name 
019880. AP Yes CARBOPLATIN INJECTABLE; 150MGNIAL PARAPLATIN BRISTOL 

INJECTION MYERS 
SQUIBB 

I ,.“.” ,,-_, .,., --.-“,-Ix1--“,-. ,, ,,_ ,“,_ . ,“_““_,, ___ I _, X,” ,_“_“-_~_-;_x___ __ _;-~--_I.“. x ̂ I^ _... x_I, I. -._-“.I. .I.~“--.” I_“--“-- --11111-^1.-.. -._I”, ,” ,_ .._ ,,,,, ,,, ” “, “““. 

019880 AP Yes CARBOPLATIN INJECTABLE; 450MGNIAL PARAPLATIN BRISTOL 
INJECTION MYERS 

SQUIBB 
” ^^” ^^ ,,., ^. 

019880 AP Yes CARBOPLATIN INJECTABLE; 50MGNIAL PARAPLATIN BRISTOL 
INJECTION MYERS 

SQUIBB 

620452 AP Yes CARBOPLATIN INJECTABLE; IV EQ 150MG /I 5ML PARAPLATIN BRISTOL 
(INFUSION) (1 OMG/ML) MYERS 

SQUIBB 
-.-““,-- . ..- ̂x”. _ ,,.“,“-~- ---11 x l-x- x,1 _,__ x_ _,,“_I__“” ,...” ““I^xl.-. .-““_“_,“_- -,,, XX~X,XI,.“II --.. l.“.ll .,,, 1”-“1”1”1” ,,,,,- x__.“-x -,,,,,, ,l,“.“I^I^IIx^_xx .“. “_,_ 

020452 AP Yes CARBOPLATIN INJECTABLE; IV EQ 450MG /45ML PARAPLATIN BRISTOL 
(INFUSION) (1 OMG/ML) MYERS 

SQUIBB 
^ ^^^ ^“̂  ^ 

020452 AP Yes CARBOPLATIN INJECTABLE; IV EQ 50MG /5ML PARAPLATIN BRISTOL 
(INFUSION) (1 OMG/ML) MYERS 

SQUIBB 

g?r)qs~ AP Yes CARBOPLATIN INJECTABLE; IV EQ 600MG /60ML PARAPLATIN BRISTOL 
(INFUSION) (1 OMGIML) MYERS 

SQUIBB 
” ““, “” ” .,.., .“. ” “-11” ““, . . ,_ ““.“-.” ” ““11-” ,x .,.,.,,, x., .“.I” ” “-- ““““, ” 

Return to Electronic Orange Bopk Home Page 

FDA/Center for Drug Evaluation and Research 
Office of Generic Drugs 
Division of Labeling and Program Support 
Update Frequency: 

Orange Book Data - Monthly 
Generic Drug Product Information & Patent Information - Daily 

Orange Book Data Updated Through August, 2005 

Patent and Generic Drug Product Data Last Updated: September 23, 2005 



Orange Boook Detail Record Search Page 1 of 2 

Search results from the “OB-Rx” table for query on “020452.” 

Active Ingredient: CARBOPLATIN 
Dosage Form; Route: INJECTABLE; IV (INFUSION) 
Proprietary Name: PARAPLATI N 
Applicant: BRISTOL MYERS SQUIBB 
Strength: EQ 50MG /5ML(l OMG/ML) 
Application Number: 020452 
Product Number: 001 
Approval Date: Jul 14,2003 
Reference Listed Drug Yes 
RX/OTC/DISCN: RX 
TE Code: AP 
Patent and Exclusivity Info for this product: View 

Active Ingredient: CARBOPLATIN 
Dosage Form; Route: INJECTABLE; IV (INFUSION) 
Proprietary Name: PARAPLATIN 
Applicant: BRISTOL MYERS SQUIBB 
Strength: EQ 150MG /15ML(l OMG/ML) 
Application Number: 020452 
Product Number: 002 
Approval Date: Jul 14,2003 
Reference Listed Drug Yes 
RX/OTC/DISCN: RX 
TE Code: AP 
Patent and Exclusivity Info for this product: V& 

Active Ingredient: CARBOPLATIN 
Dosage Form; Route: INJECTABLE; IV (INFUSION) 
Proprietary Name: PARAPLATIN 
Applicant: BRISTOL MYERS SQUIBB 
Strength: EQ 450MG /45ML(lOMG/ML) 
Application Number: 020452 
Product Number: 003 
Approval Date: Jul14,2003 
Reference Listed Drug Yes 
RX/OTC/DISCN: RX 
TE Code: AP 
Patent and Exclusivity Info for this product: View 

., __-Ix_“_, ,,, ..““.“, ., ., ,x. .“““~..“.” ^,.._ “llllll”.“,“l”, ,,,., -“. .,^ ,.,, ,.~,. ^,“, _, ,_“.-“_ ,,“,“I_;;,” ,;,; “““__. 

Active Ingredient: CARBOPLATIN 
Dosage Form; Route: INJECTABLE; IV (INFUSION) 
Proprietary Name: PARAPLATIN 
Applicant: BRISTOL MYERS SQUIBB 
Strength: EQ 600MG /60ML(lOMG/ML) 

http://www.accessdata.fda.gov/scripts/cder/ob/docs/obdetail.cfm?Appl-No=O20452&TAB... 9/26/2005 



Orange Boook Detail Record Search 

Application Number: 020452 
Product Number: 004 
Approval Date: Jan 15,2004 
Reference Listed Drug Yes 
RXIOTCIDISCN: RX 

TE Code: AP 
Patent and Exclusivity Info for this product: Mew 

Return to Electronic Orange Book Home Page 

FDA/Center for Drug Evaluation and Research 
Office of Generic Drugs 
Division of Labeling and Program Support 
Update Frequency: 

Orange Book Data - Monthly 

Generic Drug Product Information & Patent Information - Daily 

Orange Book Data Updated Through August, 2005 

Patent and Generic Drug Product Data Last Updated: September 23, 2005 

Page 2 of 2 

http://www.accessdata.fda.gov/scripts/cder/ob/docs/obdetail.cfm?Appl-No=O20452&TAB... 9/26/2005 
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Carboplatin Injection 
42 only 

WARNING 
Carboplatin Injection should be administered under the supervision of a qualified 
physician experienced in the use of cancer chemotherapeutic agents. Appropriate 
management of therapy and complications is possible only when adequate treatment 
facilities are readily available. 

Bone marrow suppression is dose related and may be severe, resulting in infection 
and/or bleeding. Anemia may be cumulative and may require transfusion support. 
Vomiting is another frequent drug-related side effect. 

Anaphylactic-like reactions to Carboplatin Injection have been reported and may 
occur within minutes of Carboplatin Injection administration. Epinephrine, 
corticosteroids, and antihistamines have been employed to alleviate symptoms. 

DESCRIPTION 
Carboplatin Injection is supplied as a sterile, aqueous solution available in 50 mg5 mL, 
150 mg15 mL, 450 mg/45 mL, 600 mg/60 mL or 1000 mg/lOO mL multi-dose vials 
containing 10 mg/mL of carboplatin for administration by intravenous infusion. Each mL 
contains 10 mg carboplatin and Water for Injection, USP. 

Carboplatin is a platinum coordination compound that is used as a cancer 
chemotherapeutic agent. The chemical name for carboplatin is platinum, diammine [ l,l- 
cyclobutane-dicarboxylato(2-)-O,O’]-,(SP-4-2), and has the following structural formula: 

Carboplatin is a crystalline powder with the molecular formula of C6H12N204Pt and a 
molecular weight of 371.25. It is soluble in water at a rate of approximately 14 mg/mL, 
and the pH of a 1% solution is 5-7. It is virtually insoluble in ethanol, acetone, and 
dimethylacetamide. 

CLINICAL PHARMACOLOGY 
Carboplatin, like cisplatin, produces predominantly interstrand DNA cross-links rather 
than DNA -protein cross-links. This effect is apparently cell-cycle nonspecific. The 
aquation of carboplatin, which is thought to produce the active species, occurs at a slower 
rate than in the case of cisplatin. Despite this difference, it appears that both carboplatin 
and cisplatin induce equal numbers of drug-DNA cross-links, causing equivalent lesions 
and biological effects. The differences in potencies for carboplatin and cisplatin appear to 
be directly related to the difference in aquation rates. 
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In patients with creatinine clearances of about 60 mL/min or greater, plasma 
levels of intact carboplatin decay in a biphasic manner after a 30-minute intravenous 
infusion of 300 to 500 mg/m* of Carboplatin Injection. The initial plasma half-life (alpha) 
was found to be 1.1 to 2 hours (N=6), and the postdistribution plasma half-life (beta) was 
found to be 2.6 to 5.9 hours (N=6). The total body clearance, apparent volume of 
distribution and mean residence time for carboplatin are 4.4 L/hour, 16 L and 3.5 hours, 
respectively. The C, values and areas under the plasma concentration vs. time curves 
from 0 to infinity (AUC inf) increase linearly with dose, although the increase was 
slightly more than dose proportional. Carboplatin, therefore, exhibits linear 
pharmacokinetics over the dosing range studied (300 - 500 mg/m*). 

Carboplatin is not bound to plasma proteins. No significant quantities of protein- 
tree, ultrafilterable platinum-containing species other than carboplatin are present in 
plasma. However, platinum from carboplatin becomes irreversibly bound to plasma 
proteins and is slowly eliminated with a minimum halflife of 5 days. 

The major route of elimination of carboplatin is renal excretion. Patients with 
creatinine clearances of approximately 60 mL/min or greater excrete 65% of the dose in 
the urine within 12 hours and 71% of the dose within 24 hours. All of the platinum in the 
24-hour urine is present as carboplatin. Only 3% to 5% of the administered platinum is 
excreted in the urine between 24 and 96 hours. There are insufficient data to determine 
whether biliary excretion occurs. 

In patients with creatinine clearances below 60 mL/min the total body and renal 
clearances of carboplatin decrease as the creatinine clearance decreases. Carboplatin 
Injection dosages should therefore be reduced in these patients (see DOSAGE AND 
ADMINISTRATION). 

The primary determinant of Carboplatin Injection clearance is glomerular 
filtration rate (GFR) and this parameter of renal function is often decreased in elderly 
patients. Dosing formulas incorporating estimates of GFR (see DOSAGE AND 
ADMINISTRATION) to provide predictable Carboplatin Injection plasma AUCs should 
be used in elderly patients to minimize the risk of toxicity. 

CLINICAL STUDIES 
Use with Cyclophosphamide for Initial Treatment of Ovarian Cancer: In two 
prospectively randomized, controlled studies conducted by the National Cancer Institute 
of Canada, Clinical Trials Group (NCIC) and the Southwest Oncology Group (SWOG), 
789 chemotherapy naive patients with advanced ovarian cancer were treated with 
Carboplatin Injection or cisplatin, both in combination with cyclophosphamide every 28 
days for six courses before surgical reevaluation. The following results were obtained 
from both studies: 
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Comparative Effkacy: 
Overview of Pivotal Trials 

NCIC SWOG 
Number of patients randomized 447 342 
Median age (years) 60 62 
Dose of cisplatin 75 mg/m* 
Dose of carboplatin 300 mg/m* 

100 mg/m* 
300 mg/m* 

Dose of cyclophosphamide 600 mg/m* 600 mg/m* 
Residual tumor ~2 cm (number of patients) 39% (174/447) 14% (49/342) 

Clinical Response in Measurable Disease Patients 
NCIC SWOG 

Carboplatin (number of patients) 60% (48/80) 58% (48/83) 
Cisplatin (number of patients) 58% (49/85) 43% (33/76) 
95% C.I. of difference (Carboplatin - Cisplatin) (-13.9%, 18.6%) (-2.3%, 31.1%) 

Pathologic Complete Response* 
NCIC SWOG 

Carboplatin (number of patients) 11% (24/224) 10% (17/171) 
Cisplatin (number of patients) 15% (33/223) 10% (17/171) 
95% C.I. of difference (Carboplatin - Cisplatin) (-10.7%, 2.5%) (-6.9%, 6.9%) 
* 114 Carboplatin and 109 Cisplatin patients did not undergo second look surgery in 
NCIC study. 90 Carboplatin and 106 Cisplatin patients did not undergo second look 
surgery in SWOG study. 

Progression-Free Survival (PFS) 
NCIC SWOG 

Median 
Carboplatin 59 weeks 49 weeks 
Cisplatin 61 weeks 47 weeks 
a-Year PFS* 
Carboplatin 31% 21% 
Cisplatin 31% 21% 
95% C.I. of difference (Carboplatin - Cisplatin) (-9.3, 8.7) (-9.0,9.4) 
3-Year PFS* 
Carboplatin 19% 8% 
Cisplatin 23% 14% 
95% C.I. of difference (Carboplatin - Cisplatin) (-11.5,4.5) (-14.1,0.3) 
Hazard ratio** 1.10 1.02 
95% C.I. (Carboplatin - Cisplatin) (0.89, 1.35) (0.81, 1.29) 
* Kaplan-Meier Estimates 

Unrelated deaths occurring in the absence of progression were counted as events 
(progression) in this analysis. 

** Analysis adjusted for factors found to be of prognostic significance were consistent 
with unadjusted analysis. 
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Survival 
NCIC SWOG 

Median 
Carboplatin 110 weeks 86 weeks 
Cisplatin 99 weeks 79 weeks 
2-Year Survival* 
Carboplatin 51.9% 40.2% 
Cisplatin 48.4% 39.0% 
95% C.I. of difference (Carboplatin - Cisplatin) (-6.2, 13.2) (-9.8, 12.2) 
3-Year Survival* 
Carboplatin 34.6% 18.3% 
Cisplatin 33.1% 24.9% 
95% C.I. of difference (Carboplatin - Cisplatin) (-7.7, 10.7) (-15.9,2.7) 
Hazard Ratio** 0.98 1.01 
95% C.I. (Carboplatin - Cisplatin) (0.78, 1.23) (0.78, 1.30) 
* Kaplan-Meier Estimates 
** Analysis adjusted for factors found to be of prognostic significance were consistent 

with unadjusted analysis. 

Comparative Toxicity: The pattern of toxicity exerted by the Carboplatin Injection- 
containing regimen was significantly different from that of the cisplatin-containing 
combinations. Differences between the two studies may be explained by different 
cisplatin dosages and by different supportive care. 

The Carboplatin Injection-containing regimen induced significantly more 
thrombocytopenia and, in one study, significantly more leukopenia and more need for 
transfusional support. The cisplatin-containing regimen produced significantly more 
anemia in one study. However, no significant differences occurred in incidences of 
infections and hemorrhagic episodes. 

Non-hematologic toxicities (emesis, neurotoxicity, ototoxicity, renal toxicity, 
hypomagnesemia, and alopecia) were significantly more frequent in the cisplatin- 
containine arms. 

ADVERSE EXPERIENCES IN PATIENTS WITH OVARIAN CANCER 
NCIC STUDY 

Carboplatin Arm 
Percent* 

Bone Marrow 
Thrombocytopenia ~1 00,000/mm3 

<50,000/mm3 
Neutropenia <2000 cells/mm3 

< 1000 cells/mm3 
Leukopenia <4000 cells/mm3 

70 
41 
97 
81 
98 

<2000 cells/mm3 68 
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Cisplatin 

Percent* P-Values* * 

29 <O.OOl 
6 co.00 1 

96 n.s. 
79 n.s. 
97 
52 OYi 



Anemia ~11 g/dL 
43 g/dL 

Infections 
Bleeding 
Transfusions 

Gastrointestinal 
Nausea and vomiting 
Vomiting 
Other GI side effects 

Neurologic 
Peripheral neuropathies 
Ototoxicity 
Other sensory side effects 
Central neurotoxicity 

Renal 
Serum creatinine elevations 
Blood urea elevations 

Hepatic 
Bilirubin elevations 
SGOT elevations 
Alkaline phosphatase elevations 

Electrolytes loss 
Sodium 
Potassium 
Calcium 
Magnesium 

Other side effects 
Pain 
Asthenia 
Cardiovascular 
Respiratory 
Allergic 
Genitourinary 
Alopecia + 
Mucositis 

91 91 
18 12 
14 12 
10 4 
42 31 

93 98 0.010 
84 97 <O.OOl 
50 62 0.013 

16 42 
13 33 
6 10 

28 40 

5 13 0.006 
17 31 <O.OOl 

5 
17 

10 20 0.005 
16 22 n.s. 
16 19 n.s. 
63 88 <O.OOl 

36 37 
40 33 
15 19 
8 9 
12 9 
10 10 
50 62 
10 9 

3 
13 

* Values are in percent of evaluable patients 
** n.s. = not significant, p>O.O5 
+ May have been affected by cyclophosphamide dosage delivered 

n.s. 
n.s. 
n.s. 

OZi 

<O.OOl 
co.00 1 

or%9 

n.s. 
n.s. 

n.s. 
n.s. 
n.s. 
n.s. 
n.s. 

on;;7 
n.s. 

ADVERSE EXPERIENCES IN PATIENTS WITH OVARIAN CANCER 
SWOG STUDY 

Carboplatin Arm Cisplatin 
Percent* 

Percent* P-Values* * 
Bone Marrow 

Thrombocvtouenia ~1 O0.000/mm3 59 35 co.00 1 
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<50,000/mm~ 22 11 
Neutropenia <2000 cells/mm3 95 97 

< 1000 cells/mm3 84 78 
Leukopenia <4000 cells/mm3 97 97 

<2000 cells/mm3 76 67 
Anemia ~11 g/dL 88 87 

~8 g/dL 8 24 
Infections 18 21 
Bleeding 6 4 
Transfusions 25 33 

Gastrointestinal 

Nausea and vomiting 94 96 Vomiting 82 91 
Other GI side effects 40 48 

Neurologic 
Peripheral neuropathies 13 28 
Ototoxicity 12 30 
Other side effects sensory 4 6 
Central neurotoxicity 23 29 

Renal 
Serum creatinine elevations 7 38 
Blood urea elevations 

Hepatic 
Bilirubin elevations 5 3 
SGOT elevations 23 16 
Alkaline phosphatase elevations 29 20 

Electrolytes loss 
Sodium 
Potassium 
Calcium 
Magnesium 58 77 

Other side effects 
Pain 54 52 
Asthenia 43 46 
Cardiovascular 23 30 
Respiratory 12 11 
Allergic 10 11 
Genitourinary 11 13 
Alopecia + 43 57 
Mucositis 6 11 

* Values are in percent of evaluable patients 
** n.s. = not significant, pBO.05 
+ May have been affected by cyclophosphamide dosage delivered 

0.006 
n.s. 
n.s. 
n.s. 
n.s. 
n.s. 

<O.OOl 
n.s. 
n.s. 
n.s. 

oni: 
n.s. 

0.001 
co.00 1 

n.s. 
n.s. 

<O.OOl 

n.s. 
n.s. 
n.s. 

<O.OOl 

n.s. 
n.s. 
n.s. 
n.s. 
n.s. 

ont;9 
n.s. 

Use as a Single Agent for Secondary Treatment of Advanced Ovarian 
Cancer: In two prospective, randomized controlled studies in patients with advanced 
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ovarian cancer previously treated with chemotherapy, Carboplatin Injection achieved six 
clinical complete responses in 47 patients. The duration of these responses ranged from 
45 to 71 + weeks. 

INDICATIONS AND USAGE 
Initial Treatment of Advanced Ovarian Carcinoma: Carboplatin Injection is 
indicated for the initial treatment of advanced ovarian carcinoma in established 
combination with other approved chemotherapeutic agents. One established combination 
regimen consists of Carboplatin Injection and cyclophosphamide. Two randomized 
controlled studies conducted by the NCIC and SWOG with carboplatin vs. cisplatin, both 
in combination with cyclophosphamide, have demonstrated equivalent overall survival 
between the two groups (see CLINICAL STUDIES). 

There is limited statistical power to demonstrate equivalence in overall pathologic 
complete response rates and long-term survival (2 3 years) because of the small number 
of patients with these outcomes: the small number of patients with residual tumor ~2 cm 
after initial surgery also limits the statistical power to demonstrate equivalence in this 
subgroup. 

Secondary Treatment of Advanced Ovarian Carcinoma: Carboplatin Injection 
is indicated for the palliative treatment of patients with ovarian carcinoma recurrent after 
prior chemotherapy, including patients who have been previously treated with cisplatin. 

Within the group of patients previously treated with cisplatin, those who have 
developed progressive disease while receiving cisplatin therapy may have a decreased 
response rate. 

CONTRAINDICATIONS 
Carboplatin Injection is contraindicated in patients with a history of severe allergic 
reactions to cisplatin or other platinum-containing compounds. 

Carboplatin Injection should not be employed in patients with severe bone 
marrow depression or significant bleeding. 

WARNINGS 
Bone marrow suppression (leukopenia, neutropenia, and thrombocytopenia) is dose- 
dependent and is also the dose-limiting toxicity. Peripheral blood counts should be 
frequently monitored during carboplatin treatment and, when appropriate, until recovery 
is achieved. Median nadir occurs at day 21 in patients receiving single agent carboplatin. 
In general, single intermittent courses of carboplatin should not be repeated until 
leukocyte, neutrophil, and platelet counts have recovered. 

Since anemia is cumulative, transfusions may be needed during treatment with 
carboplatin, particularly in patients receiving prolonged therapy. 

Bone marrow suppression is increased in patients who have received prior 
therapy, especially regimens including cisplatin. Marrow suppression is also increased in 
patients with impaired kidney function. Initial carboplatin dosages in these patients 
should be appropriately reduced (see DOSAGE AND ADMINISTRATION) and blood 
counts should be carefully monitored between courses. The use of carboplatin in 
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combination with other bone marrow suppressing therapies must be carefully managed 
with respect to dosage and timing in order to minimize additive effects. 

Carboplatin has limited nephrotoxic potential, but concomitant treatment with 
aminoglycosides has resulted in increased renal and/or audiologic toxicity, and caution 
must be exercised when a patient receives both drugs. Clinically significant hearing loss 
has been reported to occur in pediatric patients when carboplatin was administered at 
higher than recommended doses in combination with other ototoxic agents. 

Carboplatin can induce emesis, which can be more severe in patients previously 
receiving emetogenic therapy. The incidence and intensity of emesis have been reduced 
by using premedication with antiemetics. Although no conclusive efficacy data exist with 
the following schedules of carboplatin, lengthening the duration of single intravenous 
administration to 24 hours or dividing the total dose over five consecutive daily pulse 
doses has resulted in reduced emesis. 

Although peripheral neurotoxicity is infrequent, its incidence is increased in 
patients older than 65 years and in patients previously treated with cisplatin. Pre-existing 
cisplatin-induced neurotoxicity does not worsen in about 70% of the patients receiving 
carboplatin as secondary treatment. 

Loss of vision, which can be complete for light and colors, has been reported after 
the use of carboplatin with doses higher than those recommended in the package insert. 
Vision appears to recover totally or to a significant extent within weeks of stopping these 
high doses. 

As in the case of other platinum-coordination compounds, allergic reactions to 
carboplatin have been reported. These may occur within minutes of administration and 
should be managed with appropriate supportive therapy. There is increased risk of 
allergic reactions including anaphylaxis in patients previously exposed to platinum 
therapy. (See CONTRAINDICATIONS and ADVERSE REACTIONS: Allergic 
Reactions.) 

High dosages of carboplatin (more than four times the recommended dose) have 
resulted in severe abnormalities of liver function tests. 

Carboplatin may cause fetal harm when administered to a pregnant woman. 
Carboplatin has been shown to be embryotoxic and teratogenic in rats. There are no 
adequate and well-controlled studies in pregnant women. If this drug is used during 
pregnancy, or if the patient becomes pregnant while receiving this drug, the patient 
should be apprised of the potential hazard to the fetus. Women of childbearing potential 
should be advised to avoid becoming pregnant. 

PRECAUTIONS 
General: Needles or intravenous administration sets containing aluminum parts 
that may come in contact with carboplatin should not be used for the preparation or 
administration of the drug. Aluminum can react with carboplatin causing 
precipitate formation and loss of potency. 
Drug Interactions: The renal effects of nephrotoxic compounds may be potentiated by 
carboplatin. 
Carcinogenesis, Mutagenesis, Impairment of Fertility: The carcinogenic 
potential of carboplatin has not been studied, but compounds with similar mechanisms of 
action and mutagenicity profi les have been reported to be carcinogenic. Carboplatin has 
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been shown to be mutagenic both in vitro and in vivo. It has also been shown to be 
embryotoxic and teratogenic in rats receiving the drug during organogenesis. Secondary 
malignancies have been reported in association with multi-drug therapy. 
Pregnancy: Pregnancy “Category D” (see WARNINGS). 
Nursing Mothers: It is not known whether carboplatin is excreted in human milk. 
Because there is a possibility of toxicity in nursing infants secondary to carboplatin 
treatment of the mother, it is recommended that breast feeding be discontinued if the 
mother is treated with carboplatin. 
Pediatric Use: Safety and effectiveness in pediatric patients have not been established 
(see WARNINGS; “Audiologic Toxicity”). 
Geriatric Use: Of the 789 patients in initial treatment combination therapy studies 
(NCIC and SWOG), 395 patients were treated with carboplatin in combination with 
cyclophosphamide. Of these, 141 were over 65 years of age and 22 were 75 years or 
older. In these trials, age was not a prognostic factor for survival. In terms of safety, 
elderly patients treated with carboplatin were more likely to develop severe 
thrombocytopenia than younger patients. In a combined database of 1942 patients (414 
were 2 65 years of age) that received single agent carboplatin for different tumor types, a 
similar incidence of adverse events was seen in patients 65 years and older and in patients 
less than 65. Other reported clinical experience has not identified differences in responses 
between elderly and younger patients, but greater sensitivity of some older individuals 
cannot be ruled out. Because renal function is often decreased in the elderly, renal 
function should be considered in the selection of carboplatin dosage (see DOSAGE AND 
ADMINISTRATION). 

ADVERSE REACTIONS 
For a comparison of toxicities when carboplatin or cisplatin was given in combination 
with cyclophosphamide, see the Comparative Toxicity subsection of the CLINICAL 
STUDIES section. 

Combination Single Agent 
Therapy* Therapy* * 

Percent Percent 
Bone Marrow 

Thrombocytopenia ~1 O0,000/mm3 
<50,000/mm3 

Neutropenia <2000 cells/mm3 
< 1000 cells/mm3 

Leukopenia <4000 cells/mm3 
<2000 cells/mm3 

Anemia ~11 g/dL 
~8 g/dL 

Infections 
Bleeding 

ADVERSE EXPERIENCES IN PATIENTS WITH OVARIAN CANCER 
First Line Second Line 

1 Transmsions 35 44 

66 62 
33 35 
96 67 
82 21 
97 85 
71 26 
90 90 
14 21 
16 5 
8 5 
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fastrointestinal 
Nausea and vomiting 
Vomiting 
Other GI side effects 

Veurologic 
Peripheral neuropathies 
Ototoxicity 
Other side effects sensory 
Central neurotoxicity 

Renal 
Serum creatinine elevations 
Blood urea elevations 

Hepatic 
Bilirubin elevations 
SGOT elevations 
Alkaline phosphatase elevations 

Electrolytes loss 
Sodium 
Potassium 
Calcium 
Magnesium 

Other side effects 
Pain 
Asthenia 
Cardiovascular 
Respiratory 
Allergic 
Genitourinary 
Alopecia 

93 92 
83 81 
46 21 

15 6 
12 1 
5 1 

26 5 

6 10 
17 22 

5 5 
20 19 
29 37 

10 47 
16 28 
16 31 
61 43 

44 23 
41 11 
19 6 
10 6 
11 2 
10 2 
49 2 

Mucositis 8 1 

*Use with Cyclophosphamide for Initial Treatment of Ovarian Cancer: Data 
are based on the experience of 393 patients with ovarian cancer (regardless of baseline 
status) who received initial combination therapy with carboplatin and cyclophosphamide 
in two randomized controlled studies conducted by SWOG and NCIC (see CLINICAL 
STUDIES). 

Combination with cyclophosphamide as well as duration of treatment may be 
responsible for the differences that can be noted in the adverse experience table. 
**Single Agent Use for the Secondary Treatment of Ovarian Cancer: Data are 
based on the experience of 553 patients with previously treated ovarian carcinoma 
(regardless of baseline status) who received single-agent carboplatin. 

In the narrative section that follows, the incidences of adverse events are based on 
data from 1893 patients with various types of tumors who received carboplatin as single- 
agent therapy. 
Hematologic Toxicity: Bone marrow. suppression is the dose-limiting toxicity of 
carboplatin. Thrombocytopenia with platelet counts below 50,000/mm3 occurs in 25% of 
the patients (35% of pretreated ovarian cancer patients); neutropenia with granulocyte 
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counts below 1 ,000/mm3 occurs in 16% of the patients (2 1% of pretreated ovarian cancer 
patients); leukopenia with WBC counts below 2,000/mm3 occurs in 15% of the patients 
(26% of pretreated ovarian cancer patients). The nadir usually occurs about day 21 in 
patients receiving single-agent therapy. By day 28, 90% of patients have platelet counts 
above 100,000/mm3; 74% have neutrophil counts above 2,000/mm3; 67% have leukocyte 
counts above 4,000/mm3. 

Marrow suppression is usually more severe in patients with impaired kidney 
function. Patients with poor performance status have also experienced a higher incidence 
of severe leukopenia and thrombocytopenia. 

The hematologic effects, although usually reversible, have resulted in infectious 
or hemorrhagic complications in 5% of the patients treated with carboplatin, with drug 
related death occurring in less than 1% of the patients. Fever has also been reported in 
patients with neutropenia. 

Anemia with hemoglobin less than 11 g/dL has been observed in 71% of the 
patients who started therapy with a baseline above that value. The incidence of anemia 
increases with increasing exposure to carboplatin. Transfusions have been administered 
to 26% of the patients treated with carboplatin (44% of previously treated ovarian cancer 
patients). 

Bone marrow depression may be more severe when carboplatin is combined with 
other bone marrow suppressing drugs or with radiotherapy. 
Gastrointestinal Toxicity: Vomiting occurs in 65% of the patients (81% of previously 
treated ovarian cancer patients) and in about one-third of these patients it is severe. 
Carboplatin, as a single agent or in combination, is significantly less emetogenic than 
cisplatin; however, patients previously treated with emetogenic agents, especially 
cisplatin, appear to be more prone to vomiting. Nausea alone occurs in an additional 10% 
to 15% of patients. Both nausea and vomiting usually cease within 24 hours of treatment 
and are often responsive to antiemetic measures. Although no conclusive efficacy data 
exist with the following schedules, prolonged administration of carboplatin, either by 
continuous 24-hour infusion or by daily pulse doses given for five consecutive days, was 
associated with less severe vomiting than the single dose intermittent schedule. Emesis 
was increased when carboplatin was used in combination with other emetogenic 
compounds. Other gastrointestinal effects observed frequently were pain, in 17% of the 
patients; diarrhea, in 6%; and constipation, also in 6%. 
Neurologic Toxicity: Peripheral neuropathies have been observed in 4% of the patients 
receiving carboplatin (6% of pretreated ovarian cancer patients) with mild paresthesias 
occurring most frequently. Carboplatin therapy produces significantly fewer and less 
severe neurologic side effects than does therapy with cisplatin. However, patients older 
than 65 years and/or previously treated with cisplatin appear to have an increased risk 
(10%) for peripheral neuropathies. In 70% of the patients with pre-existing cisplatin- 
induced peripheral neurotoxicity, there was no worsening of symptoms during therapy 
with carboplatin. Clinical ototoxicity and other sensory abnormalities such as visual 
disturbances and change in taste have been reported in only 1% of the patients. Central 
nervous system symptoms have been reported in 5% of the patients and appear to be most 
often related to the use of antiemetics. 
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Although the overall incidence of peripheral neurologic side effects induced by 
carboplatin is low, prolonged treatment, particularly in cisplatin pretreated patients, may 
result in cumulative neurotoxicity. 
Nephrotoxicity: Development of abnormal renal function test results is uncommon, 
despite the fact that carboplatin, unlike cisplatin, has usually been administered without 
high-volume fluid hydration and/or forced diuresis. The incidences of abnormal renal 
function tests reported are 6% for serum creatinine and 14% for blood urea nitrogen (10% 
and 22%, respectively, in pretreated ovarian cancer patients). Most of these reported 
abnormalities have been mild and about one-half of them were reversible. 

Creatinine clearance has proven to be the most sensitive measure of kidney 
function in patients receiving carboplatin, and it appears to be the most useful test for 
correlating drug clearance and bone marrow suppression. Twenty-seven percent of the 
patients who had a baseline value of 60 mL/min or more demonstrated a reduction below 
this value during carboplatin therapy. 
Hepatic Toxicity: The incidences of abnormal liver function tests in patients with 
normal baseline values were reported as follows: total bilirubin, 5%; SCOT, 15%; and 
alkaline phosphatase, 24%; (5%, 19%, and 37%, respectively, in pretreated ovarian 
cancer patients). These abnormalities have generally been mild and reversible in about 
one-half of the cases, although the role of metastatic tumor in the liver may complicate 
the assessment in many patients. In a limited series of patients receiving very high 
dosages of carboplatin and autologous bone marrow transplantation, severe abnormalities 
of liver function tests were reported. 
Electrolyte Changes: The incidences of abnormally decreased serum electrolyte 
values reported were as follows: sodium, 29%; potassium, 20%; calcium, 22%; and 
magnesium, 29%; (47%, 28%, 31%, and 43%, respectively, in pretreated ovarian cancer 
patients). Electrolyte supplementation was not routinely administered concomitantly with 
carboplatin, and these electrolyte abnormalities were rarely associated with symptoms. 
Allergic Reactions: Hypersensitivity to carboplatin has been reported in 2% of the 
patients. These allergic reactions have been similar in nature and severity to those 
reported with other platinum-containing compounds, i.e., rash, u&aria, erythema, 
pruritus, and rarely bronchospasm and hypotension. Anaphylactic reactions have been 
reported as part of post-marketing surveillance (see WARNINGS). These reactions have 
been successfully managed with standard epinephrine, corticosteroid, and antihistamine 
therapy. 
Injection Site Reactions: Injection site reactions, including redness, swelling, and 
pain, have been reported during postmarketing surveillance. Necrosis associated with 
extravasation has also been reported. 
Other Events: Pain and asthenia were the most frequently reported miscellaneous 
adverse effects; their relationship to the tumor and to anemia was likely. Alopecia was 
reported (3%). Cardiovascular, respiratory, genitourinary, and mucosal side effects have 
occurred in 6% or less of the patients. Cardiovascular events (cardiac failure, embolism, 
cerebrovascular accidents) were fatal in less than 1% of the patients and did not appear to 
be related to chemotherapy. Cancer-associated hemolytic uremic syndrome has been 
reported rarely. 

Malaise, anorexia and hypertension have been reported as part of post marketing 
surveillance. 
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OVERDOSAGE 
There is no known antidote for Carboplatin Injection overdosage. The anticipated 
complications of overdosage would be secondary to bone marrow suppression and/or 
hepatic toxicity. 

DOSAGE AND ADMINISTRATION 
NOTE: Aluminum reacts with carboplatin causing precipitate formation and loss of 
potency, therefore, needles or intravenous sets containing aluminum parts that may 
come in contact with the drug must not be used for the preparation or 
administration of Carboplatin Injection. 
Single Agent Therapy: Carboplatin Injection, as a single agent, has been shown to be 
effective in patients with recurrent ovarian carcinoma at a dosage of 360 mg/m* IV on 
day 1 every 4 weeks (alternatively see Formula Dosing). In general, however, single 
intermittent courses of Carboplatin Injection should not be repeated until the neutrophil 
count is at least 2000 and the platelet count is at least 100,000. 
Combination Therapy with Cyclophosphamide: In the chemotherapy of advanced 
ovarian cancer, an effective combination for previously untreated patients consists of: 

Carboplatin Injection - 300 ms/m* IV on day 1 every four weeks for six cycles 
(alternatively see Formula Dosing). 
Cyclophosphamide - 600 mg/m* IV on day 1 every four weeks for six cycles. For 
directions regarding the use and administration of cyclophosphamide please refer 
to its package insert. (See CLINICAL STUDIES.) 

Intermittent courses of Carboplatin Injection in combination with cyclophosphamide 
should not be repeated until the neutrophil count is at least 2000 and the platelet count is 
at least 100,000. 
Dose Adjustment Recommendations: Pretreatment platelet count and performance 
status are important prognostic factors for severity of myelosuppression in previously 
treated patients. 

The suggested dose adjustments for single agent or combination therapy shown in 
the table below are modified from controlled trials in previously treated and untreated 
patients with ovarian carcinoma. Blood counts were done weekly, and the 
recommendations are based on the lowest post-treatment platelet or neutrophil value. 

Platelets Neutrophils Adjusted Dose* 
(From Prior Course) 

>100,000 >2000 125% 
50-100,000 500-2000 No Adjustment 
<50,000 <500 75% 

*Percentages apply to Carboplatin Injection as a single agent or to both Carboplatin 
Injection and cyclophosphamide in combination. In the controlled studies, dosages-were 
also adjusted at a lower level (50% to 60%) for severe myelosuppression. Escalations 
above 125% were not recommended for these studies. 

Carboplatin Injection is usually administered by an infusion lasting 15 minutes or 
longer. No pre- or post-treatment hydration or forced diuresis is required. 
Patients with Impaired Kidney Function: Patients with creatinine clearance values 
below 60 mL/min are at increased risk of severe bone marrow suppression. In renally- 
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impaired patients who received single-agent Carboplatin Injection therapy, the incidence 
of severe leukopenia, neutropenia, or thrombocytopenia has been about 25% when the 
dosage modifications in the table below have been used. 

Baseline Creatinine Clearance Recommended Dose on Day 1 
41 - 59 mL/min 250 mg/m’ 
16 - 40 mL/min 200 mg/m2 

The data available for patients with severely impaired kidney function (creatinine 
clearance below 15 mL/min) are too limited to permit a recommendation for treatment. 

These dosing recommendations apply to the initial course of treatment. 
Subsequent dosages should be adjusted according to the patient’s tolerance based on the 
degree of bone marrow suppression. 
Formula Dosing: Another approach for determining the initial dose of Carboplatin 
Injection is the use of mathematical formulae, which are based on a patient’s preexisting 
renal function or renal function and desired platelet nadir. Renal excretion is the major 
route of elimination for carboplatin. (See CLINICAL PHARMACOLOGY.) The use of 
dosing formulae, as compared to empirical dose calculation based on body surface area, 
allows compensation for patient variations in pretreatment renal function that might 
otherwise result in either underdosing (in patients with above average renal function) or 
overdosing (in patients with impaired renal function). 

A simple formula for calculating dosage, based upon a patient’s glomerular 
filtration rate (GFR in mL/min) and Carboplatin Injection target area under the 
concentration versus time curve (AUC in mg/mL*min), has been proposed by Calvert. In 
these studies, GFR was measured by “Cr-EDTA clearance. - - 

CALVERT FORMULA FOR CARBOPLATIN DOSING 
Total Dose (mg) = (target AUC) x (GFR + 25) 

Note: With the Calvert formula, the total dose of Carboplatin Injection is 
calculated in mg, not mg/m*. 

The target AUC of 4-6 mg/mL*min using single agent Carboplatin Injection 
appears to provide the most appropriate dose range in previously treated patients. This 
study also showed a trend between the AUC of single agent Carboplatin Injection 
administered to previously treated patients and the likelihood of developing toxicity. 

% Actual Toxi . y tit in Previously Treated Patients 
Gr 3orGr4 Gr3orGr4 

AUC (mg/mLemin) Thrombocytopenia Leukopenia 
4 to 5 16% 13% 
6 to 7 33% 34% 

Geriatric Dosing: Because renal function is often decreased in elderly patients, 
formula dosing of Carboplatin Injection based on estimates of GFR should be used in 
elderly patients to provide predictable plasma Carboplatin Injection AUCs and thereby 
minimize the risk of toxicity. 

PREPARATION OF INTRAVENOUS SOLUTIONS 
Carboplatin Injection 10 mg/mL is supplied as a Ready To Use (RTU) sterile solution in 
5 mL, 15 mL, 45 mL, 60 mL or 100 mL vials. Total content of carboplatin per vial is 
described in following table: 
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Vial Strength Diluent Volume 
50 mg 5mL 
150 mg 15mL 
450 mg 45 mL 
600 mg 60 mL 
1000 mg 100 mL 

Carboplatin Injection can be further diluted to concentrations as low as 0.5 
mg/mL with 5% Dextrose in Water (DsW) or 0.9% Sodium Chloride Injection, USP. 

When further diluted, Carboplatin Injection solutions are stable for 8 hours at 
room temperature (25°C). Since no antibacterial preservative is contained in the 
formulation, it is recommended that Carboplatin Injection solutions be discarded 8 hours 
after dilution. 

Parenteral drug products should be inspected visually for particulate matter and 
discoloration prior to administration. 

HOW SUPPLIED 
Carboplatin Injection 10 mg/mL sterile solution is available in the following 
presentations: 
NDC XXXXX-XXX-XX 50 mg/5 mL vials, individually car-toned. (Blue flip-off seals) 
NDC XXXXX-XXX-XX 150 mg/l5 mL vials, individually cartoned. (Blue flip-off seals) 
NDC XXXXX-XXX-XX 450 mg/45 mL vials, individually car-toned. (Blue flip-off seals) 
NDC XXXXX-XXX-XX 600 mg/60 mL vials, individually cartoned. (Blue flip-off seals) 
NDC XXXXX-XXX-XX 1000 mg/lOO mL vials, individually car-toned. (Blue flip-off 
seals) 

STORAGE 
Unopened vials of Carboplatin Injection are stable for the life indicated on the package 
when stored at 25°C (77°F) [excursions permitted to 15”- 30°C (59’- 86°F) [see USP 
Controlled Room Temperature] and protected from light. 

Carboplatin injection multidose vials maintain microbial, chemical, and physical stability 
for up to 15 days at 25°C following multiple needle entries. 

HANDLING AND DISPOSAL 
Procedures for proper handling and disposal of anti-cancer drugs should be 
considered. Several guidelines on this subject have been publishedlm7. There is no general 
agreement that all of the procedures recommended in the guidelines are necessary or 
appropriate. 

REFERENCES 
1. Recommendations for the Safe Handling of Parenteral Antineoplastic Drugs. NIH 

Publication No. 83-2621. For sale by the Superintendent of Documents, US 
Government Printing Office, Washington, DC 20402. 

2. AMA Council Report. Guidelines for Handling Parenteral Antineoplastics. J’MA 
1985;253(11):1590-1592. 
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Please Tear Here 
------------------------------------------------------------ 

Carboplatin Injection 
This information will help you learn more about Carboplatin Injection. It cannot, 
however, cover all the possible warnings or side effects relating to Carboplatin Injection, 
and it does not list all of the benefits and risks of Carboplatin Injection. Your doctor 
should always be your first choice for detailed information about your medical condition 
and your treatment. Be sure to ask your doctor about any questions you may have. 

What is cancer? 
Under normal conditions, the cells in your body divide and grow in an orderly, controlled 
fashion. Cell division and growth are necessary for the human body to perform its 
functions and to repair itself. Cancer cells are different from normal cells because they 
are not able to control their own growth. The reasons for this abnormal growth are not yet 
fully understood. 

A tumor is a mass of unhealthy cells that are dividing and growing fast and in an 
uncontrolled way. When a tumor invades surrounding healthy body tissue it is known as 
a malignant tumor. A malignant tumor can spread (metastasize) from its original location 
to other parts of the body. 

- 16- 



What is Carboplatin Injection? 
Carboplatin Injection is a medicine that is used to treat cancer of the ovaries. It acts by 
interfering with the division of rapidly multiplying cells, particularly cancer cells. 

Who should not take Carboplatin Injection? 
Treatment with Carboplatin Injection is not recommended if you: 
l are allergic to Carboplatin Injection or other platinum-containing products; 
l have a weakened blood-forming system (bone marrow depression) or significant 

bleeding; 
l are pregnant, intend to become pregnant, or are breast-feeding a baby. 

How is Carboplatin Injection used? 
Only a professional experienced in the use of cancer drugs should give you this 
medication. Carboplatin Injection is given by dripping the medicine slowly and directly 
into a vein (intravenous infusion) for 15 minutes or longer. Your doctor will determine 
the dose of Carboplatin Injection for you based on your weight, height, and kidney 
function. Carboplatin Injection may be given alone or with other drugs. Treatment is 
usually repeated every four weeks for a number of cycles. 

Before and after Carboplatin Injection treatment, your doctor may give you medication to 
lessen the nausea and vomiting associated with this cancer treatment. 

What should you tell your doctor before starting treatment with Carboplatin Injection? 

Discuss the benefits and risks of Carboplatin Injection with your doctor before beginning 
treatment. 

Be sure to inform your doctor: 
l If you are allergic to Carboplatin Injection or other platinum-containing products; 
l If you are or intend to become pregnant, since Carboplatin Injection may harm the 

developing fetus. It is important to use effective birth control while you are being 
treated with Carboplatin Injection; 

l If you are breast-feeding, since nursing infants may be exposed to Carboplatin 
Injection in this way; 

l If you are taking other medicines, including all prescription and non-prescription 
(over-the-counter) drugs, since Carboplatin Injection may affect the action of other 
medicines; 

l If you have any other medical problems, especially chicken pox (including recent 
exposure to adults or children with chicken pox), shingles, hearing problems, 
infection, or kidney disease, since treatment with Carboplatin Injection increases the 
risk and severity of these conditions. 

What should I avoid while taking Carboplatin Injection? 
If you are pregnant or think you might be pregnant, or if you are breast feeding, let your 
doctor know right away. Carboplatin Injection may harm your developing fetus or breast- 
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feeding baby. If you are a woman of childbearing age, you should use birth control to 
avoid getting pregnant while you are taking Carboplatin Injection. 

You should avoid contact with adults and children who have infections, and tell your 
doctor right away if you show signs of infection such as cough, fever, and/or chills. Also, 
while you are being treated with Carboplatin Injection or after you stop treatment, first 
check with your doctor before getting any immunizations (vaccinations). Avoid contact 
with adults or children who have received oral polio vaccine since they can pass the polio 
virus to you. 

What are the possible side effects of Carboplatin Injection? 
Carboplatin Injection may cause unwanted effects, particularly because Carboplatin 
Injection interferes with the growth of normal cells as well as cancer cells. For example, 
the occurrence of another cancer (secondary malignancy) has been reported in patients 
receiving cancer chemotherapy with multiple drugs. It is not always possible to tell 
whether such effects are caused by Carboplatin Injection, another drug you may be 
taking, or your illness. Because some of these effects may be serious, you will need close 
medical supervision during treatment with Carboplatin Injection. 

The most serious side effects of Carboplatin Injection are: 

l bleeding and reduced blood cells, including reduced red blood cells (anemia) and 
platelets (needed for propper blood clotting), which may be severe enough to 
require blood transfusion. You should tell your doctor right away if you notice any 
unusual bruising or bleeding, including black tarry stools or blood in the urine. 

l infection - Carboplatin Injection can temporarily lower the number of white blood 
cells in your blood, increasing the risk of infection; 

l life-threatening allergic reaction - during and after treatment the doctor or nurse 
will observe you carefully for signs of allergic reaction; 

l kidney and liver problems; 
l loss of hearing or ringing in the ears; 

Contact your doctor right away if you experience any of these effects, 
or notice effects that worry you or are troublesome. 

Of the less serious side effects associated with Carboplatin Injection treatment, the most 
common are nausea, vomiting, diarrhea, loss of appetite, hair loss and numbness, 
tingling, burning, or pain in the hands or feet. 

This medicine was prescribed for your particular condition. It must be given under close 
medical supervision by a doctor trained in the use of drugs for the treatment of cancer. 

‘Ibis summary does not include everything there is to know about Carboplatin Injection. 
Medicines are sometimes prescribed for purposes other than those listed in patient 
leaflets. If you have questions or concerns, or want more information about Carboplatin 
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Injection, your physician and pharmacist have the complete prescribing information upon 
whish this information is based. You may want to read it and discuss it with your doctor. 
Remember, no written summary can replace careful discussion with your doctor. 
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Cardmuscular 
Respuatofy 
Allergic 
Genltourlnary 
Alopeclat 
MucOSlbS 

10 M oofls / 
16 22 “5 
16 19 ns 
63 a8 c 0001 / 

/ 

36 37 ns ; 
40 33 “S 
15 19 ns 

a 9 “.S 
12 9 n.s i 
10 10 ns 
50 62 

/ 
0017 

10 9 “5 ’ 
DEscRlPnDN 
PARAPLATIN” (wboplaun aqwois solutw) IKlECTlON IS supplied as a sterile. 
pyrogen-free. 10 mg/mL aqueous soluoon of carboplatm Carboplatm IS a 
piabnum cwrdmabon compcund The chemical name fw carboplabn IS plat 
mum. dlammme 11.1.cyclobutane-dlcarboxylato (2.)-0.0 I-.(SP-4-2). and 
catboplabn has the followmg structural formula. 

Value5 are m oarcent d avaluable patients 
” n 5 = not slg;llcant, p > 0 05 
+ May have been affected by cyclophosphamlde dosage delwred 

MMfNEowIwQsNMENTSWNOVMWC4NWtSWO8STNW -- 

5maNamw 
Ttranbacymprwa c 100,WO/mm’ 

c 50,RWmm” 
Neutropanla c 2oM) cells/mm’ 

< lrlC0 cells/mm’ 
Leukopema < 4wO celk/mm’ 

< 2000 cells!mm’ 

pacam P-VSfuas” 

Arema 

1 

ri HaN\,/o 
H,N’ \ 0 

infactwls 
Bleedng 
IransfusKns 

3amt 
Nausea and vomnno 
Vomnng - 
Oiher GI  side effects 

yeuolqlic 
Pertphaml nauropatiw 
OlOtOXlClty 
other Y)“YJrv side effects 
central ix!udtoxKRy 

tenal 
Se-urn craatmme elevatans 
Elmd urea elevat~ns 

%Zm elevathms 
SGOT elwatmns 
Alkalw phosphatase e!evaucns 

ibcudwosk5s 

94 
a2 
40 

13 
12 

4 
23 

7 

5 

:i 

5s 

MUCrnrOS j 11 “S 

* Values are m percent of evaluable paoents ~. nc .. n 5 = not agnacant. p > 0 vJ 
+ May have been affected by cyclophosphamvJe dosage delwed 

- _. 

C&q&tmnaaystaI~nepwdswththemolealarkmrJadC&~~lR 
and a mdecula vieQht of 371.25 It IS soluble m water at a rate of approx- 
tmately 14 mq/mL, and the pH of a 1% solutl~l IS 5-7 It IS vtrmally msc4uble 
I” ethanol, acetone. and dlmethylacatamlde 

CIJNRXL PMRMWDLoCV 
Carboplatm. hke csplabn. produces pedommantly mters~and DNA CIOSS- 
lknks rather tl?an DNA-promn cross-lmks This effect IS apparently cell-cycle 
nonspeclc. Tlx aquabon of carboplatm. which is thought to produce the 
actwe soec~, occurs at a slower rate than m the cau! of clsolatm Oesmte 
this d&ewe, It appears that bolh caboplatm and clsplatm ~ndu&$u~ 
numben of drug-DNA cross-lmks, cawng aqwalertt lessons and blologcal 
effects. The differwes I” potencms for wboplabn and asplatin appear to 
be directly related to the ddfarence m aquaoon rates 

In pattentS wth creatmme clearances of abwt 60 mUmm of greater, 
plasma levels of intact carboplaon decay in a btpbasic manner after a 30. 
mime lntravenm mfuS10n d 300 to 500 rgh d Carboplabn. The mltel 
plasma half-Me (alpha) was found to be 1 1 to 2 lwurs (n 7 6). and the post- 
dlstrlbubon dasma half-kfa (beta) was found to be 2.6 to 5 9 bows In = 61 
The total bddy clearance, a&a&t volume of dwbutlon and m&n res;- 
dence time for carboplatm are 4 4 L/hour, 16 Land 3.5 hcurs, respecbwly 
The Cmu values and areas under the plasma concamramn vs bme ewes 
from 0 to mfimty (AUC 1n0 mcrease lawally wth dose, although Me mcraase 
was sllghtiy more than dose poportmnal Carboplatm. therefore, exhlblts 
lknear pharmxokmetlcs over the dmmg range studled (300500 mqlmq 

Carboplabn IS not bound to plasma protems No slgmficant quanwes of 
protem-free. ultrafdtefable platmum-contammg species other than carbo- 
platm are present m plasma However. platmum from carboplaan twomes 
omve&iy bound to plasma poxems and IS slowly ekmmated v&h a mmlmum 
halt-bfe d 5 days 

Clspl;bn 
95% C  I of ddference 
(Carboplatm-Caplatm) 
3-w suNid’ 
CaXwplatm 
Clsplabn 
95% C  I of d&refw 
(Ctiplaon-Qsplatm) 
tbzard Ratio” 
95%CI 
(Carboplatm-Clsplahn) 

* Kaolan-Mew Esbmates 

48 4% 39 0% 
(-62.132) (-9 8,12 2) 

34 6% 183% 
331% 24 9% 
(-7 7,lO 7) (-15 9. 2 7) 

098 1 01 
(0 78, 1 23) (0 78.1 30) 

The maw route of ekmmatlon of carboolaon 1s renal excreoon Pabents 
wth craatlk dearances of apixowmateiy 60 mL/mm w greater excrete 
65% d the dose m the me wthm 12 hours and 71% of the dose wdhm 
24 hous All of the platmum m the 24.how u-me IS present as carboplatm. 
Only 3 to 5% d the admmwwl platmum IS excreted m the unne between 
24 and 96 hours There are insufficIent data to determme whether btlkwy 
PICWb”” m-OlC __.___. ___-_ 

In pben0 wth cmabmna clearances b&w 60 ml/mm the total body and 
reMldearancesd~abndecreaseasVraeatlnlnedewancodea~s 
PW!J’tAllNdosagesshaddWmfaebereducednthasepabeats(seeDDSAGE 
ANDAlwlNsTNAm). 

*’ Anklysls adJUsted for faCtaS fwnd to be of pognosbc sigmfi- 
cance wete consistent wth unadlwted analvsls 

COmparallw bxfc!y Tlw pattern oitoxwty exerted by the carboplabn- 
~nngregMnwas~chfferent(rommatoftheasplabnzon~nl~ 
combmabons Dlfferences between the two studtes may be explamed by 
dlfferent asplabn dosages and by d&rent supportwe care 

The casboplatm-contammg regjmen induced slgmflcantly more throm 
bccytopenla and. m one study, significantly mae leukopenla and more need 
for transfwonal suppat The asplabn-contammg qmen produced agmf- 
lcantiy more anemia m one study fkmwei. no slgnlficant de?erences cccurred 
tn mtdemes of mlectmas and hemorrhagic episodes 

Non-hematolcgc toxutms (emess. nawotoxnty, ototoxwy, renal tow 
city, hypomagnesemla. and alopeua) were slgmflcantly more frequent m the 
csplaon-contammg arms 

:z z p.vak.s 
None Namw 

Tlrow c 100,owmm’ 70 29 <ow 
< M.WO/mm’ 41 6 <OWl 

NWlpEtU.3 < 2CQtl c&/mm’ 97 36 ns 
< X03 cellslmm’ 81 79 ns 

LWkopeiWl < 4ooO c&/mm3 98 97 “5 
c 2WCI ctllslmm’ 68 52 owl 

Anemia < 11 g/dL 91 91 “5 
c 0 g/dL 18 12 ns 

InfactKlnS 14 12 n< 
8’=m 10 4 "S 
Transfusnns 42 31 001s 

The pimary determmant of PARAPIATIN clearance IS glomerular Lltra- 
bon rate (GFR) and this parameter of renal funcuon IS often decreased in 
eldwly patmtr Dcq fmwles mccrfuatmg esnmates cd GFR (see DOSAGE 
AND BDMINISTRATKW) to provide pedlctable PARAPtATlN plasma AUCs 
should be wed tn elderly patients to mmlmue the rsk of toxwty 

CLINICAL SlUDlES 
use Niul cydqlho3plwrda ha hltial1reatmenI of Dvwian cam In 
two prospectively randomued. cotmdled studms conducted by me NatlMlal 
Cancer lnsbtute of Canada. Clmlcal Trials Group (NCIC) and tie Southwest 
Oncology Group (SWING). 789 chemodwapy owe patmnts v&h advanced 
ovanan cancer were reated v&h carboplaon or osplatm, both m combna- 
eon with cyclophosphamlde wery 28 daF for SIX cwrses before surgical 
reavaluatlon Tha fdlowmg results were oMamed from bath studies 

Comparabve Efficacy 

Dwviaw ol Pwotal maIs 
WC SNDO 

Number of pabents randomwsd 447 342 
Median age (years) 60 62 
Dose d osplabn 
Dosed carboplatm 

75 mglm’ 
3W mglm’ 

103 mg/m’ 

Dose of cvclophosphamlde 600 mu/m’ 
300 mg/mz 
600 ma/m‘ 

UWdSaSiiAgUll~SeCOW~l~~Of~~~ 
Cancer In two pospecbve. randomued controlled studies m patients with 
advanced wanan cancer pwously treated mth chemotherapy. cmtmplatln 
achieved stx ckmcal complete raspames m 47 paoents The tiratmn of these 
responses ranged from 45 to 71+ weeks 

INDfCATmNS 
InRial TreaImmI of Advanced Dwiin Carcinoma: PARAPLATIN (carbo- 
platen aqueous solubon) INJECTION IS mdlcated fw the mmal treatment of 
advanced cwan carcmoma I” astabkshed combmaoon wth other approved 
chemotherapeutic agents One estabhshed combmatlon regimen consists 
of PARAPLATIN and cyctophosphamlde Two randomized controlled studies 
conducted by the NCIC and SWOG with carboplatm vs usplatm. both m 
combmation wth cyclophosphamlde. have demonstrated aquwalent ovarall 
swval between the two groups (see CLINICAL STWIES) 

There IS lkmned Staostlcal pow to dermnstrate equwalence m overall 
patlwlqc cmplete response rates 2nd lang-term weal (> 3yex) because 
of the small numboc d pabents wth these outcomes the small number of 
p&ants wthrestdual turnof < Zcmaftw mltlal swgery also lhmtts the statw 
tIcal power to demonstrate equaalaxe m thts subgrcup 

Secondary TreaImmt of Mvnad Dvlrim Carmmma: PARAF’IATIN 
IS mdk?ated fa the palllabve ueatment of patients wth ovanan carcmoma 
rea!nent after ata chemotberaov, mcludlng patlmts who have been prew- 
ously treated dlth clsplatm ’ ’ 

W~thm tha group of paoents pewwsly traated with asplatm, dhxe who 
have developed prcgreswe dtsease title recenrmg osplatm therapy may 
have a decreased response rate 

Gas-i 
Nausea and vomnmg 93 93 0 010 
Vomwq 84 97 cow1 
OIhzr GI side eftects 

- 
Peripheral neuropath~es 
omxlclly 
Other side eRects msory 
Centsal lwmtoxrlty 

Palat 
Serum creatnw eiavaeons 
B&d urea elevatws 

50 62 0013 

16 42 <OWl 
13 33 <OWl 

6 10 
28 40 z!c9 

5 13 ON6 
17 31 <OWl 

Restdual iumbr < i cm 
(number d pabents) 

39% (i74/447) 14% (W/342) 

CDNTRAINDlCATlOIIS 
PARAPLATIN INJECTION IS conuamdicated m pahents wth a hlstcq of sewe 
allergic reactions to clsplatm or other patmum-contammg compounds 



PARAPtATlN shmrld not be employed m  patrons with severe bona marrow 
depresslon or slgnlflcant bleedmg 

WARNINGS 
BOne marrow wppress~on (leukopema. neuiropama. and thrombqtoperna) 
is dose-dependent and IS alsn the dose-liming toxuty Pertpheral blood 
counts should be frequently momtaed during PARAPLATIN traatmant and, 
when approplate. unbl recovery IS achieved Median nadtr occurs at day 21 
m  pabents recavmg smgk-agent carboplatm In general. Wgla IntermIttent 
courses of PARAPLATIN shouti rot be receated until leukocute. oMroohll. 
and platelat counts have recovered 

Gnce anemta 1s curMaUve. aansfuslons may be needed durmg treat- 
ment wdh PARAPLAllN. partvzulariy m  paoents recelvmg polonged therapy 

Bone marrow SU~~K?SZIOA IS mcreased m  p&eats who have racelved 
pw therapy, espacraily regrmens mcludmg cr$laun Marrow soppressron 
IS also mcreasad m  patients with ImpaIred ktdm?y functmn. lmtlal PARA- 
PLATIN dosages m  these pataznts shwld be appropiately reduced (see 
UOSAGE AND AUMINISTRATlGN) and blood counts should be carefully 
mom&& between touses The use of PARAPiATfN m  combmatlon wdh 
other bone marrow suppressmq therapies must be carefully managed with 
respect to dosage and ummg rn o&to mmrmoe addmvkeffects- 

Carboolaan has hmxed neohrotoxrc ootentral. but cwtcomrtant treatment 
with amm&lycosldes has resblted m  i&eased renal and/a auddoglc tou- 
city. and cauUon must be exercised when a patlent recelves both drugs 
Ckmcally slgnlbcant hearing loss has been reported to occur m  pedlatrlc 
paUents when carbo@attn was adawustered at htgber than recommended 
doses m  combmatlon wtvl other Ototoxu agents 

PARAPlATlN can mduce emeus, tilch can be mae severe m  pabents 
p~wdy recmmg emetogenc Wrapy llw a-&ence and mtens~ty of emesn 
have been reduced by uscng pamedlcabon Wcth anUemetcs Althqh no 
conclusive efficacy data exfst mth the followq schedules of PARAPLATIN. 
lctqthmng the duraua, d smgle mtr- adimmstraUon to 24 hcurs 01 
dwdmg the total dose ovar five consecutlva dally pulse doses has resulted 
m  reduced emesls 

Altbqh psrlpheral neurotouc~ty IS mfraquent, I& mcldence IS maeased 
m  pabents okkr than 65 years and m  pabem pewowly treated with c~sqlatm 
Pre-exlstmg caplatin-Induced aeurotox#dy does not wc~n m  about 76% 
of the patlena recelvmg carboplatm as secondary beatment 

Loss ofwsron. whxzhcan be coqk?te fc# kght a& alas, has been repated 
after the use d cxboolatcn wdh doses hloher than those recommended in 
the package m5eft V&m appears to racoGr totally or to a slgmficant extent 
wthin weeks of stqpng these high doses 

As in the case of other piabnum-coordmason compounds. allergic reac- 
Uons to cartoplatm have been reported These may occur wnhln mmutes of 
admmsUasoon and should be managed wxh appropriate wppamve therapy 
There IS mueased nsk of allergic reacbons mcludmg anaphyiaxls in pabents 
prewousiy exposed to piatmum therapy (See CONTRAMDICATIONS and 
AovERsEREAcnoNs:Al lagk~) 

High dosages of carboplatm (more than four Umes the recommended 
dose) have resulted m  severe abnamahbes of hvar funcoon tests, 

PARAPLATIN (carboplabn aqueous sokmon) INJECTS may cause fetal 
harm when admasstered to a pregnant Wyman Carbaplatm has been shown 
to be emtqotoxlc and taratcgemc m  rats. There are no adequate and well- 
conUollad studies IWI pegnant -en If ths dmg IS used donng pregnancy, 
or if the pauent becomes pregnant tide recelvmg this drug. the paUent 
shouldbaappmeddthepateirdotentid hasmdtothefetus.Womendchrldbaarmg 
potential should be advrsed to avord becommg fxagnam 

PRECAUTKUS 
Gmwal  
Needkaak- 0dmmstraOon sots commning abndnum porn 
that May corn in centoct with PARAPIATIN INJECTlOfd should no( be 
usodforlhapmpaolionaoibnkismOonof~drug.Alomllmcm 
mactwithcHopktkcamqpscpifcimaUonandkssafpdency. 

Bug InWa&msz The renal effects d nepivotoxlc ccmpamds may be 
potenuated by PARAPLATIN 

Carclmgwoab, Muogawsa, lmpainmt of Fertility: The carcmo 
gemc potenual of carbopfabn has not bean studmd. but compounds wrth 
srmdar mechanisms of actron and mutagemcxy Profiles have been repme 
t0 be carcmogemc Carboplabfl has bearI Shown to be mutagenrc both rn vrtro 
and m  Y W O  It has also been shown to be embryotoxlc and teratogemc m  rats 
rKxivmg the drug donng organogeoaus. Sectiary mallgnancias have been 
repxted in assoclatlon wtth mulb-tig therapy 

progmmy /%-grfaq cam D (SW WARNINGS).  
Nursing MoIM’s: It IS not known whether carboplabn IS excreted in 

human mrlk. Because there IS a possrbrhty of toxrcrty m  nursmg Infants 
secoodwu to PARpPLATtN treatmmt of the mother. I IS recommended that 
breast feedmg be drscontmued rf the mother IS treated wrth PARAPLATIN 
INJECTION 

Padfatrfc Usm Safety and effecbveness m  psdtaerc patrents have cot 
been estabhshed (see WARNINGK;s;  “audrologrc toxruty”‘) 

GaiaNic Us& Of the 789 pabents rn rnrual uearment combmabon therapy 
studres (NCIC and SWOC),  395 patients were treated wrth carboplatm m  
combmauon mth cvclophosphamrde Of these, 141 were over 65 years of 
age and 22 were 75 ye& or older 
factor fcx sorwval 

In these mals, age was not a prognostic 
In terms of safe& elderlv oatrents treated wrth carbo- 

platm wera more lkkely to develop s&re th;dmbocytopema than yoonger 
pauems In a combmed database of 1942 patrents (414 were ~65 years of 
age) that recerved smgle-agent carboplatm fw d&rent tumor types. a srmrlar 
mcrdence of advase avents was seen m  patients 65 years and older and in 
patients less than 65. 0th~ reported cllmcal exper!ence has not identdiad 
differences m  responses between eldefiy and yourqr pat~ants. but greater 
senslhnty of some older mdiwduals cannM be ruled out Because renal func- 
t!on 1s often decreased m  the elderly. renal functmn should be cons&red m  
the seiecuon of PARAPlAl lN dosage (see DOSAGE ANU AUMINISTRATlON) 

ADVERSE REACTlONS 
For a comparison of toxutles tien carboplatm of clsplatm was given in 
combmatron wrth cyclophosphamrde. sea CUNfCAL SlUDfES: Compararrve 
roxlcity 

MWRSEEkERlWSNPWl lHfNN&WCNXR 

BaneMofmw 
Thrombecytcpenra c lW,rXirlmm’ 

< SO.KkYmm’ 
Neutropalla c 2wO cdklmn? 

< 10C0 cells/mm’ 
Leuka(len!d < 4w0 cells/am 

c 2ooO cells/mm’ 
Aremra < 11 g/dL 

c 8 q/dL 

cmoxlcity 
CMwr sa”sorv wde effects 
cenmil neu~toxuity 

Renal 
serum uealm,m2 ebvatms 
Emd urea ekvatms 

m  
t!ikrobrn elevauom 
SGOT elwauals 
Alkahne phosphatase ekvatm 

Ekdrdybs loss 
Sodurn 
Potassium 
C&urn 
Magneswm 

olher *da dfeds 
Pan 
Aslwrua 
Cardmwncular 
Res~tratory 
Allergrc 
GtWOlMfia‘y 
AkQefla 
tducosills 

5 
20 
29 

10 
16 
16 
61 

44 
41 
19 
10 
11 
10 
49 

R  

61 
21 
65 

ii 
21 

5 
5 

44 

92 
a1 
21 

6 
1 
1 
5 

10 
22 

5 
19 
37 

47 
28 
31 
43 

23 
11 

i 

: 
2 

WKwith~fOTlnit ialTr.sabnentofUsarianCancer: 
Data am based on the excerrence d 393 oaberxs wfth ovanan tamer (reoard- 
less d bsselme status) v& recwvad x-&cmubnauorr therapy wxh c&o&tm 
and cydophosphamrde rn two randomrzed comr~llad studres conducted by 
S W O G  and NCIC (see CLlNfCAL STUUIES) 

Combmauc+i  wrth cyclophosphsmrde as well as durauon of treatment 
may be responstble for the differences that can be noted m  the advwse 
expeoence table 

“Si@llgerrlU~f#lbSacondwy~tJlwlUdOvukilCanm: 
Data are based cm tf-o exparrenn! of 553 pems wrth fxewousty treated ovanan 
carctana (regardless d baselme status) who rccerved smgle-agent carbo- 
ptatrn 

In the narrauve sectron mat follows, the mcrr!ences of adverse events are 
based on data from 1893 patrents vvlth varrous types of tumors who recerved 
carboplaun as smgle-agent therapy 

Hemat&@ TmricQ Bone marrow soppreswon IS me dose-kmrung toxl- 
~d~(~~~~~faE~mrmbaympeM 
with platalet cwrits below 50.0007mm’ occurs rn 25% of the pauena (35% d 
preueatr?d wtu’ran cancer patxmts). msouopanra v&h garnrlcqte oxmts b&w 
looo/mm occtxs rn 16% of the pauents (21% of pretreated ovanan cancer 
pabents), laokoqma v&h WBC carnts below 2rXxYmml cccws m  15% of the 
oatk?ms 126% of uetreatad ovaoan cancer oauems) The nadir osrlalfv occLxs 
kcut d& 21 rn patrents receivmg wng&gent therapy By day 28,‘90% of 
wttents have olatelet axmtsatxrve 100,0@3/mm’. 74% have neuuoohrl camts 
ibare 2CC&m’, 67% have leukcqse cwnts above 4tXKVmm’ ’ 

Marrow suppcessron IS usually mom severe m  pattents wrth rmparred 
krdney fuwxlon Patterns web poor perfmnanca status have also expananced 
a hrgher rmcrdence of severe leukopema and Lhromboqtopenra 

The hematologrc effects, although usually reversrble, have resulted rn 
mfacuous or hemcurhagrc comptrations m  5% of the pauems ueated wrth 
carboplaun. vvld~ &‘q related death acumng m  less than 1% d the pabents 
Fever has also been reoorted III oattar& wtth neutrooema. 

Anwma wrth hemo&bm less than 11 g/dL has ‘bean observed rn 71% 
of the patlcnts who startad therapy with a basekno above that value The 
mcldence of anemia mcreases wdh mcreasmg exposore to PARAPLATIN 
Transfusrons have been admmrstered to 26% of the oauents treated wrth 
carboplabn (44% of prevrcusly treated ovarran cancn’ patrents). 

Bone marrow depressron may be more severe when PARAPLATIN IS 
combmad wrth other bone marrow supfxessmg drugs OT with radiotherapy 

Gastrointestfnal Toxicfly: Vomrtmg occurs rn 65% of the patients (81% 
of prewously treated warran cancer pauents) and m  about one-thrrd of these 
pabents It IS severe Carboplabn, as a smgle agent a m  combination IS srgnrf- 
rcandy less emetcgenr than csplatm. howevec patrents prewarsly treatad 
wrth emetogenrc agents, especially crsplatm, appear to Lro more prone to 
vomrtmg Nausea alone occurs m  an addrtronal 10% to 15% ofpabents Both 
nausea and vommng usually cease wrthm 24 hours of treatment and are 
often responsrve to amremettc measures Although no conclusrve efficacy 
data exrst wrth the fol lowmg schedotes. prdonged admmrsuauor! of carbo- 
olatm. ermar bv ~~ntmuoos 24.hoof rnfosron or bv darlv adse doses orven 
for 5 consecu& days, was assocrated wrth less’seveie’vomnmg tha*n the 
smgledose mtermrttent schedule Emasrs was mcreasad when carboplatm 
was used m  combmaUon wrth otheremetogemc compounds Other gasuom- 
testmal effects observed frawentlv were pam. m  17% of the patients: drarhea, 
m  6%. and cmnupauon, also m  6% 

Naaebgc Taxi&y: Perrpherat r’reuropathres have teen observed rn 4% 
of the patients rece~ng caboplatm (6% of pretreated ovarran cancer pauents) 
wrm mrld paresLhasras arurmg mfflt fraguently Cmbopfatrn therapy prcduca 
srgnrkcantly fewer and less severe nourologrc srde effects than does therapy 
wdh ClSplabn Howewx, pabents dder than 65 years and/or pravrously treated 
wah cE@atm appeax to have an N!xxati risk (19%) fa p?rip&ral naropathres 

In 70% of the patrents wrth pre-exrsbng crsplatm-mduced perrpheral 
neurotoxtc~tv, there was IX) wor%?“vu ~4 snnotoms dtmnq them!3 wsth carbc- 
platm Cl&al ototoxs!ty and oth& serisoiy abnormailues siich as visual 
drsturbanccs and change rn taste have been reported rn only 1% of the 
patrents Central rrervoos system symptoms have been reported rm 5% of the 
patrents and appear to ba most often related to me usa of anuemeucs 

Although the overall rmcrdence of peripheral oaorokgrc srde effects rticed 
by wrbcplaun IS low. polonged treatment. parucularly m  crsplaun petreateo 
patrents. may result m  cumulative rwurotoxruty 

Nqrhmtoxidty: Development of abnormal renal functmn test results rs 
uncommon, desmte the fact that carboplatm. unlike crsplatm. has usuallv 
bean admrnrsbsred WRhwt hrgh-volume fiuld hydrabon an&forced dxxesrs 
The mcrdences of abnxmal renal fonct~on tests repcetad are 6% la swum 
creatmme and 14% frx blood urea mtrogan (10% and 22%. respecuvefy, 10 
pretreated ovanan cancer patients) Most d these reported abwormakt~es 
have been mrld and abwt one-half of them were reversrbie 

Crwbnnedearancehasproventobeihemostsemc~moasredMney 
funcuon m  oatrents recervmo carboolatm. and rt appears to be the most useful 
test for co&fatmg rkq d&ran& and bane r&row suppressron Twenty 
seven percent of the paUems who had a basekne value d 60 mlfmm or more 
demomtratod a redocuon below this value timg carboplatln therapy 

Hap&c Toxfcdy: The mctdences of abnormal hver fonctcon tests rn 
patrents wrth rmrmal basekne values were rep&d as follows total brkrobm. 
5%. SGOT, 15%. and alkalme phosphatase. 24%. (5%. 19%. and 37%. 
respectively, m  pretreated ovarran cancer pattents) These abnormakues 
have generally been mrld and reversrble m  about one-half of the cases, 
atdwugh the role d metastauc tumor m  the kver may compkcate the assess- 
ment m  manv natrents In a lkmrted sarres of oatrents recervmo verv hroh 
dosages of c&dopbtm and autologws bone marrow transplantailon. &e&e 
abrrumaktres of leer funcuon tests were reported 

Ekubofvte Chames: The mcrdences of abnamallv decreased serum 
electrolyte v&+s rep&ed ware as follows srxkum. 29%: potassrum. 20%. 
calcium. 22%: and magoesrum. 29%. (41%. 28%. 31%. and 43%. respec- 
Uvely, m  pretreated ovarran cancer patrents) Electrolyte supplementauon 
was not rootmelv admmrstered concomrtantlv wrth carboplabn, and these 

Akgii RtscUom Hypersetwbvdy to carboplatm has been reportad m  
2% of the pauems These allergrc reectrons have been srmtlar rn nature and 
seventy to those reported wsh other platmum-contammg compouods, k?. 
rash. urtrcarra. ervthema. orurrtus. and rarelv bronchosoasm and hvwien- 
sron Anaphylacuc reacboirs have been reported as part of postmciiketmg 
surverllance (see WARNINGS1 These reacuons have been successfullv 
managed wrm’standard epmephrrrw, ccsUcosterc+d. and antrhrsusmme therapy 

tnjecliin Site Reaclions: InJectron sate reacuons. mcludmg redness. 
swellmg. and pam. have been reported dormg postmarketmg stxverllance 
Necrosrs assccratad mth extravasauon has also been reported 

0Uw.r Events: Pam end asthema ware the most frewentfv remrted ma& 
laneous adverse effects then relauonshrp to the tumor al;d to anemra was 
lkkelv. Alceecra wasrworted (3%) Cardtovascular. resorratorv. aemtourmarv. 
andzmucbsal srde effects have occurred m  6% or’ less of ihe pauenti 
Cardrovascular events (cardraclalure, embohsm, cerebrovascolar accrdents) 
were fatal m  less than 1% of the patrents and did not appaar to be related 
to chemotherapy Cancer-assocrated fwmdytrc oremrc symfrome has been 
reportad rarely 

Malaae. anorexra. and hypertensron have been reported as part of post- 
marketing sorverllancc 

OVERUOSAGE 
There IS no kmwn antldota for PARAPLATIN (catbopiaun aqueous sdutlon) 
INJECTfON overdosaoe The anucrp&?d ccmpkcatams d overdosaw would 
be secondary to bone marrow soppessr0” &d/or hepauc toxrcrty- 

DOSAGE AND AOMINISTRATION 
NOTE: Akmkwm reacts with corbtnplatn coustng pmc@ato fmlkn 

alumirmpbRslhitmoyc&lncenLoctwimlhodrugmustmt& 
usedfatheramatatknaadmkktratkndPAftAPLATlN. 

Singk-A+ Therapy: PARAPLATIN (carboplatm aqueous soluuon) 
INJECTION. as a smgle agent. has been shown to be effecuve rn patrents wrth 
recurrent Ovahan carcmoma at a dosaae of 360 molm I V  on dav 1 avarv 
4 weeks (akanauvefy see Formob Do& In gene&, however, srr& r&r: 
mment courses d PARAPLATIN shculd not be reoeated tmtrt the nwtrochrl 
cwnt IS at least 2,ooO and the platelet coont rs at feast 100,003 

cambmomThampywith Cyclophosphfflif In the chemotherapy 
of advanced ovanan caccec an effecuve comtnnatm fa orewcuslv unaaated 
parents consm of 

, 

PARAPLATIN-300 ma/m’ IV cm dav 1 ever-v four weeks fcx SIX cvdes 
(altemabvely see Fomndflosing) ’ ’ 

CyclophosphamrdedOO mgfm I V  on day 1 every four weeks for SIX 
cycles For drrecuons regardmg the use and admmrstrabon of cyclophos- 
phamrde please refer to Its package msart. (See CLINICAL STUUIES) 

ImmTxtters rouses of PARbRAllN m  comtmatkxr vvlth cyck@sphamr& 
should r!ot be repeated onbl the aeutrophrl count IS at least 2.000 and the 
platelet count IS at least lW.oM) 

CbSO AdJUSt”W ”t Reuawm&a uorts: Pretreatment platelet cwnt and 
performance status are rmpottam pogrmstrc factors for severity of myelo- 
suppressron rn fxevrously treated pabents 

The suaoested dose adtustments fw smole aoers OT combmatron theraov 

I 

namroohrl value 
+rcentages apply to PARAKATIN INJECTtON as a ungle agent or to 

both PARAPLATIN and cvclootosohamrde m  combmatron In the controlled 
stodres. dosages wera air0 adJusted at a bwar level (50% to 60%) for severe 
myelovlppressron EscalaOMIs above 125% were not recommendad fa these 
studies. 

PARAPfATlN IS usually admrnrstered by an mfusron lasung 15 mmotes OT 
longer No pa- or post-treatment hydrauon or forced drurews IS reqared 



FWiNItS with lnt@d lOdnr?y Fimcliom Patients wrth creabnme dea- 
ante values below 60 mUmm iye at mcreased nsk of severe bOne marrow 
wppressm. In renally-impawed patrents who recewed smqle-aqent carbo- 

has been ihut 25% when the dosage ri&f;cat& m  tire tabte 
been used 

The data avariable for patrents wah severely rmparred krdney funcbon 
(aeabnme clearance below 15 ml/mm) are too hmrted to permit a recom- 
mendaoon for treatment. 

These dosrng recommendabons appy to the mrbal cou-se of treatment 
Subsequent dosages should be adJwsted accadmg to the patient’s tderance 
based on the degree of bone marrow suppressron 

Fennula Dosmg: Another appoach for determmmg the maral dose of 
PARAPLATIN IS the use of mathemabcal fwmulae. whrch are based on a 
patrent’s pfe-exrsbng renal function or renal funcbon and desired platelet 
nadr Renal excrebon IS the mqor route of ehmmabon fw carboplabn. (See 
CLINNXL PHARMACOLOGY) The use of dosmg famulae, as compared to 
emparcal dose calculabon based on body surface area, allows compensa- 
bon frx patrent vanatrons rn petreatment renal hmcbon that mrght othmse 
result m  either undercbsmg (rn patrents wah abova average renal funcoon) 
OT overdown 

AsW inn4 
(in pabents wrth rmpaned renal functron) 

a fa catcdabng dosage. based upon a pauent’s glomerular 
flltratron rate (GFR m mtfmm) and PARAPlATlN raget area under the concen- 
uabcm -s bme curve (AtJC rn ~ml~mm). has been proposed by Calveft 
In these studes, GFR was measwed by “Cr.EDTA clearance 

I ULvEal F0FtHul.A FOR CAmoPLAlN CaslNG 1 
Total Dose (mg)=(target AUC) x (GFR A 25) 

The targetwCd4-6 mqlmL*mrn wrrg angle-agentcarboplabn appears 
to provxle the most appropriate dose range rn pevccxisly treated patients Thus 
study also showed a trend between Me AUC of srnge-agent carb+abn admv- 
tsterad to prevlatsly ueated patmts and the kkeilhcod d devalopmq tox~~lty 

I 4lo5 16% 13% 
6 tn 7 31% 11% I 

Geriatric DOS@ Because renal hmcoon 1s often decreased m  elderly 
patrents. formula dosmg of PARAPLATIN based on estimates of GfR should 
ba used tn eldaly pabents to prow& predictable plasma F’ARAPLVlN AUCs 
and thereby mmrmue the rusk of toxrcrty 

PREPANAlHm OF INTRAVENOUS SoLuTloNs 
PARAtlATR (canboplatln aqueous tiut,on) INJECTICN 1s a premixed ar,uecus 
soIutu)n of 10 mg/mL cxboplatm 

PARAPLAllN aqueous solutrcm can be futher drluted to concentraboos 
as low as 0 5 mg/mL wrth 5% Dextrose rn Water (D 5 w) or 0 9% Sodrum 
Chlorrde InJection. USP 

When prepared as directed. PARAPLATIN aquears sdutrMts are stable 
for 6 hwrs at rwm temperature (25” C) Smce no antrbactarral preservative 
IS contamed m the fofmulabon. It IS recommended that PARAPLAllN aqueous 
soiuborn be drscarded 8 hous after ddutron 

itow SUPPLIED 
PARAPLATIN” (catiplatrn aqueous solution) INJECTION 

WC 0015-3210-30 M  mgl5 mL aqueous sobbon m  m&dose 
vlals (wrth whrte fhp-off seals), mdrvtdually 
cartoned 

NDCOLl15.3211.30 150 mg/l5 mL aqoews solutron rn mulbdose 
vrals (wrth whrte fhp-off seals). mdwrduallv 
cartcared 

NDCoO15-3212.30 450 m9/45 mL aqueous s&bon rn multidose 
vlals (wrth whrte fbp-off seals), mdrvrdually 
catmled. 

NOC W15-3216.30 600 rag60 mL aquews solubon m  mulbdose 
vrals (WI& white fhp-off seals). mdrvrdually 
CWtOlled 

Unopened MaIs of PARAPLATIN (carboplabn aqueous s&non) INJECTION are 
uabletothedau!indlcatedont~package~nsuxedat25”C(77” F):excu- 
srons permrtted from 15”.30” C (59’.66’ F) (see USP Controlled Room 
Temperahre) PrMect from hght 

PARAPLATIN (carboplabn aqueous solubon) INJECTION mulbdose vials 
mamta~n mrcrdxal. chemcal, and physcal stabrhty fa up to 14 days at 25” C 
following mumpie needle enmes 

Paremeral drug poduas should ba inspeaed vrmally la pamcolate matter 
and drscolwabon prror to admmrstratron Solutions fw rnfusron should be 
dtscarded 6 hours after peparabon 

Handlmg and DqIosal 
Preceducsforpmpethmdlinganddisalof an&cancer drugsshould 
be consrdefed Several gudelmes on thus SUbJeCt have been pubhshed 
There IS lu) general agreement that all of tie procedures recommended m 
the gurdelrnes are necessary o( approprate 
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